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New complex antibody for anticancer drug - comprises ant i -human C- 
@erbB@-2 antibody that recognises surface antigen of target cell, and 
anti-human lymphocyte antibody which binds to effector cell 
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JP 5213775 A 930824 9338 JP 9219968 920205 12 @A61K-039 /395 @ (B) 

Priority Data (CC No Date) : JP 9219968 (920205) 
Abstract (Basic): JP 05213775 A 

A new complex antibody (a) an anti-human c-QerbB@-2 antibody, 
pref. CFD-OA-pl85-l that recognises the surface antigen of target cell, 
and (b) an anti-human lymphocyte antibody, pref. anti cD3 antibody that 
works signal transfer by binding to the effector cell. 

A new anticancer drug contains the complex antibody as an 
essential component. 

USE/ADVANTAGE - The antibody has strong and specific binding 
affinities to antigens (target cell and effector cell). Cytotoxicity 
against target cells can be activated and increased. 

In an example, UCHTl antibody contg. as cites was obtd by 
administration of UCHTl cell (anti cD3E antibody) to BALB/c mouse 
intraperitoneally. From the supernatant, UCHTl-F(ab') fragment was 
prepd.. Similarly, CFD-OA-pl85-l antibody contg. as cites was obtd 
and, GFD-OA-pl85-l-F(ab')2 fragment was prepd.. By using two fragments 
bifunctional antibody of both monomers bonded was obtd.. It was 
purified by TSK gel G 3000 SW HPLC. Dwg.0/0 
rwent Class: @B04@; @D16@; 
Int Pat Class: @A61K-039/395@; @C07K-015/28@ 
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1 

tt$ff»#©*8B] 

1 1 &£ia#£#tfifct-5-;fr©iafo&tt h c 
- e r b B - 2 ftgttttftTife D , t h- U >/m 

[B#«2] ©«JfflBa<D^BSgvJS*S^TSRft:»tJi 
hhc-e r bB-2jgt*T*oT> x^i^-ja® 

fcTfc*l!#« 1 CffifJ©«-S!a#. 
ta*«3] ffikhc-e r bB-2ffi#j&*GFD- 

oa-p185-i -c&*8!#j» i x\t 2 KtB«©8£ 

trite 

[gt#«4] fitb F U W'ttHfifctflaCD 3«WTCfc 

1 Xtt 2 lCS2«©1gS!a«:. 
[@|#«5] thc-erbB-2HageiC#S« 
fcKJ&TsajJcSi 1 Xtt 2 lc£Sc©H£«W*:. 
[§!#« 6 ] 3 »CfE«©«£tt#££«#<!: 

[00 0 1] 

[gM£±©f>Jffl#ir] *8Wi)Si&8i;:*r2&fc«£ffi 

[0002] 

)im\m#m&m&im&mgm (ADcc:an 

tlbody-dependent celluar cytotoxicity) [Hart in, J. 
S.,et al.. Blood. 73, 1431-1439 (1989)] tl£Z>Wt 
Jf{£ft#ttS?[iif£ffl (compl emen t-depeuden t cy to I ys i s) 
[Irie,HF.,et al., Proc. Natl. Acad. U.S. A., 83, 8649 
-8698 (1986)] K8:?< DJt£<&*tiS&a* 

[0003] ±is*/*n:)— jvftmz&zmmj!k&3L 

fflV>Tfrfcfc>nTV>5[Nisonofi,A. and M.M.Rivers, A 
rcb.biochen.Biophys., 93, 460 (1961)] ifi. m&\zz. 

ra5ESnT*^T*<5. [Koehler.G.and C.Milstein, 
Nature, 256^ 495 (1975)]. 

[0004] ztiz-mmv^/trai— )vmw<r>^n 

£^tt-8HCF (ab')< 

T^-S. ^^.fi^U>^> (Brennan)e»«DTT (^ 

^Khw om.7tm*m^xm (ab' ) 

^S&tcJSSU -*OFab' ©SHg£5, 5' - 
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2 

3^*KX (2-~ bD^SSSD (DTNB) 
UTFab' -SNBtU «*OFab' -SHfcig 

y HltfKCfWr 5 £ tlC&Sb LT^S [Brennan, M. , 
P.F.Davison and H.Pavlus, Science, 229j_ 81-83 (198 
5) ; Nitta.T., et al., Eur. J. Immunol., 19, 1437-14 
41 (1989) MR] . 
[0 0 0 5] ^fcgiJCD^Stl/Ttt. Wt-olt-W&O 

10 - <l-fcU3W3W> ^ntr**-H fc£DXIS 

[Staerz,U.D.. et al.. Nature; 314, 628-631 (1985)] 

^. -mm<DtnWF (ab') , yytf^yv^nmz 

VT$L®M S P D P ejDtoTfftfrSttfc^'f 7 
©A^^Uy Fffi#£f1W-52r8;[Nitta,T.. et al.. 

Eur. J. Immunol., 19. 1437-1441 (1989)] 

[0 0 0 6] /Vf v HjR#ftff»T* , b3— "30# 

«, &St^lCttTSia#££A'f:/U F-v£. »J© 

FttfM£A-f:/y H-v*#, WW? 1 ) F-v©Jg 
«»C«J;oTBWt-r-5/W^'J y Fft#£#*£$fc[Mi I 
stein.C. and AXCuello, Nature,J05, 537 (1983)] 

£gffiS©ft#£#3#ifc[Staerz,0.D. and y.J.Beva 
n, Proc. Natl. Acad. Sci, O.S.A., 83, 1453 (1986) ; L 
anzavecchia, A. and D.Scheidegger, Eur. I. Immunol., 1 
7, 105 (1987)] m<$>Z>. 
30 [0 0 0 7] 5J»C, S>l©S©A'f^U y FfttttbT 

tt. Kiiifs^«tt&*-rspr^s8 (v) itsi^YfxA 
■i zrv F-vfijiE-c. ^stt^wr^^as (c) m 

hA*©"b©fcU/c'b©^5nT^5. Sft* 
©»jg*Stt»e^»*m^fe«*fflViTK*5n«: i 
9 8 4¥© ; eUV> (Morrison) ©ffi, ei>8rtt1#SttS 

^[Morrison SL et al.,Proc.Natl.Acad.Sci.U.S.A.,8 
1. 6851 (1984) : Sharon J. et al.. Nature, 309,364 
(1984) : Neuberger,M.S., et al., Nature, J12, 604 
40 (1984) : Boulianne,G.L. , et al., Nature, _312, 634 
(1984)^] . JElC, mV^mo/MfVy FttfrtU 
Ttt. Vffi^©ffiffii4ft^« (CDR) ©^s-v^x 
ft* tbfcfc© (Reshaped fit#) St>09*-Cfr5[Ione 
s.P.T., et al.. Nature. 321, 552 (1986) : Riechman 
n I., et al., Nature, J32, 323 (1988) ] . 
[0 0 0 8] ±B/Vf 7'J V FttfrWJSfflttKTlC^ 
%mm.<r>fo\z. <i A J 7 y -fe'f ^^©^Jffl [Suresh, M. 
R., et al., Proc.Natl.Acad.Sci. 0.S.A, 83, 7989-7 
993(1986)] . fiL&l&mit&X'Omm [Mils ten, C. and 
50 A.C.Cuello, Nature, 3055. 537 (1983)]^)5WSnT 



-602— 



3 

'JyHRflc Hg£ffi# (STF. BFA;Bifonctional an 
tibodytlS^T-5) ©-^©latoWSlSaifii^l'fcta 
EfSEiSU KBFA©te#©ta#*<TUWtt*©T8ll 

^t*t-C€S. £©^fc«fcD)ffitel8^©IBft#fcSn 
fc. *©&. -f >thDCi5ViT, BFAWjgtttfVK 
•p*>©B®8^-T?W?Z3nfc[Memnica,D., et al., I 
nt. J. Cancer, 41, 609-615 (1988) ; Mansfield.P.F., e 
t al., Cancer Immunol. Immunother, 33, 247-254 (199 
1) ; Oshimi.L, et al., Blood. 77. 1044-1049 (1991) 
; Nitla.T.. et al.. E. I. Immunol. ,19, 1437-1441 (1 
989)] . 

[0 0 0 9] SfctfSK®, HflBlCftLTfcB 
FA<DlS*em^«^Snfc[Nltta,T., et al.. Lance 
t. 335. 368-371 (1990) ; de Leij.L.. et al., Fonda 
MooNatlonale de Transfusion Sanguine, Les Ul Is Fr 
ance. 249-253 (1990)]. 

looio] is^, mfo±®¥<Dmv^mmz*. 
m(3nv>m<mm) ©55. ±&«M&ffcgH^(epide 

rmal growth factor; EGF) £&EGF©§£fl: (W 

1 l/TJl^tBSftfc c - e r b B - 2Jt^f [Yamamoto, 
T.. et al., Nature. 319^ 230-234 (1986)]©^^ 
S&T&Sp 1 8 5®e^tt, fi*©t hMttB&Kfc 

#fc&«. ESS, Wffi. »KiS'PfcK«K©c 
- e r b B - 2 &ttr(D®m&m*!> etlTV^. -€•©& 

fticiijffiic^uTrau t r-?uisia«a*©i&t£»i 

8&Kc -e r bB- 2®e^©Ji<g*t^je)^n[King,C. 
R., et al., Science, 229. 974-976 (1985). ; Yamanot 

0. T., et a!.. Nature. 319, 230-234 (1986)]. ^c- 
e r b B - 2 JSfc?©lS<I©@£a<> &«©¥&£: ®V> 
18W£5pf Z\ t*mttaai^nT^S [SI anon, D. J. , et 

al., Science, 235. 177-182 (1987)] . IsfrVfilP 

l/rt^&£n&^[Natali,P.G., et al., Int.I.Cance 
r, 45, 457-461 (1990)] . 

[0 0 11] ±g2c-e r bB-2gaRt:*t1-*ta# 

&t>B8S3n30&9[Masuko,T., et al., Ipn.J.Canc 
er Res., 80, 10-14 (1989)]; Yanada,Y., et al., Ipn. 

1. Cancer Res., 80, 1192-1198 (1989)] . c-erb 
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B-2&e^Sfc£&®-r<&ffifc£LTt>. WAtfc- 
e r b B - 2 Sfc^© C*SS««£&g8-r£# U * n- 
1-)Vtiifc pAbl (T4 8 8 1) [HU r-WVf*^ 
-rx>XitK(Triton Bioscience Inc. ;Alameda,CA)]^ 
V Fyt-f ^Sg^f 'J * n-^fiifr A b - 
1 >lMx>X(OncogeneScIence Inc. ;Ma 

uhasset.NY)] c - e r b B- 2 ©ffll&fl- > 
fc^T-S^ / V u-1-)VVi#. S V 2 - 6 1 t R*5£ 
&&Z?U> (?®m-2 - 1 5 0 2 9 3^&8#JS) ] 

io §*t»6n, *^w«&t)*iria)B. mzn&ammm 
&zffemm$:&m-rz a t ha««aifi«cs k-br 

- 3 (ATCC«rf£#^ ; ATCC HTB30) ©J§£±ftT& 

- e r b B - 2 Bia§agfc&&MK:EJfc-r 5ia c - e 
rbB-2t/J'D- GFD-OA-pl8 
5- 1 £fP8JUfc[0uzge.Alper, et al. ^ Cell Growth 
ft Differentatlon, 1,. 591-599 (1990)]. ±SGFD- 
OA-p 1 8 5 - l*t«:«. c-er b B- 2®tS^£ 

20 fBSrSkhfiifflEflcSK-BR-3Rtf, A-5 4 9 
( t M»JS«MS8c ; ATCC CCL185 ) ©-< >K hnt?©*a 
fit£*r«fc«l4!lLfc (&SPF3 -229835^). ± 
c-erbB-2gagt*n^nE(5 
U c -e r bB-2mfc=?-mtfo<D&$ltmmTZ>& 

su #tcB9«s> *Tt>?L)S^©^»fic«-ffl-r*5*t 

B8¥3 - 1 9 1 8 6 5^«#JD . tn&©tt*tt± 
IB«ttBJS©}feaS!l<i:bTtt, MI3Ufc<fc5»^y i'D 

&rut>&#fcte«&SA<^«3n 

fcV>. *&E«Stt«fc9Hl8W&±&JSK#-rSBFA 
3£7 K£S&gte&&£W5rr5&*K:, c-e r bB-2 

«te^g<8j icBi&r* *> © t-r * B F A 

U -f>tf hair* Its BFA©gi«Sett£i¥«U 
[00 12] ft, c-e r bB-21Clia-rSBFA^ 

viTtt. ^tzmmm<* ^hwicjcobfas^-t 

3-#©ftfo&<iat h c - e r b B- 2fi#*>6fcSlg 
[00 13] 

40 B-2®e^&3£5i-r£*fljia. mz%%. was. w«, 

U>/^{aBa(Cytotoxic TLymphocytes) ^©X7x^ 

*-mmtz®mm\ztii&2itz>zt&-v%. l&$>z\ 
tuz «t c t±sx7 x ^ ^-«na©«~rs±iBswfflie 

lCM-r^«Blfi©§Stt&li3l$1i-#SffUV>BFA «g 

£tt«0 . R«c:nsfiJfflbfcltffiffi^©fSmi&««l 
^g«-r-5Jlt*BWtTSt)©Tfc5. 
[0 0 14] 

[rass«?*-r-5fc»©#ss:] *^w»ca;n«. bfa 

5» S8lJSTS-^©fii^b hc-erbB 
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U >^J*ffi#T&-5±fBB FA, ftkhc-erbB- 
2WGDF-OA-P1 8 5- lTife^iieBF 
A. fttf±Kttt r- U >A«Sifr^CD 3tft^T?» 
■5, t hc-e r bB-2Hage»c^SWlcRlSTS 
±EBFA*tgftSn-5. *fc, *58«fc«tn«, ±12 

b f Az&mmt?%ztz®mt?%m%imiwm 

[0 0 15] *SS9!i>i#tt, ftM (gWaB8SR^X7x 

T&ST* <k 3 fc»£fcKttT& 5 £ fc& < , JElCFcl^ 
-fe^-fc^Lfc AD C C^IC«fcSJg#g© pltSttSt) 

[0 0 16] «T, #SE9!ta#, Slc-;fr©lfi#>l*iat 
hc-erbB-2»Fab' &#© 

b h u >/^*t#©F a b ' o . 
[ooi7] *%wft#o>ft$i<Drztb<Dttnt-r 

r b B - 2 ttft&<Dtf.K7bmWmtiL#. MKCD 3 
fBftc-e r bB-2ftmzm?Z>ft.c-e rbB-2 

ikmtftmi&mmzmivT^z c-erbB-2fig 

=f-m®*®®rtr%%0~n3bQ. ^niCttGFD-OA- 
p 1 8 5 - 1 [Alper,0.,et al.. Cell Growth 4 Differ 
entlatlon. L_ 591-599 (1990)], figfSMW^ 
ffl t r- c - e r b B - 2 3S£^ SSS&SSSi'^ ^ 

-fcffl^^^^n-sffi^ADNA&ssftft^mjatc 
mxu tommmm^mntmiy. thc-erbB 
-2fie^&56stT^«aBiassiRu. ^©suiasa 

K3SSIl,TV>£*8Je£c-e r bB-2*/^n-^-;P 
«l^S<DfcJe»Ofti!$JllSt UT^SUfcS V 2 - 6 1 
$t#-*>SV2-6 1 (#0I¥2-15O 2 93^ 

&?8) , TAb 2 5 ltt#, TAb2 5 5ftf£, TAb 
2 5 6|rMk TAb2 5 8tntffc, TAb 2 5 9 Stflt (P 
CT^WftifWO 9 l-02062^&&) , 9G6ffi 
#[Van de Vijver M.J., et al., New Eng. J.Med.. 31 
9, 1239 <1988)]3W£*n-5. 

[0 0 18] SlC±|2tat HJ >nmft#tzMT*ttC 
D3M(0l#«tl/Tll UCHTlfc# [fiCD3 

EMiV^IgGi :Beverley.P.C.L. and Call ar 
d, R.E. , Eur. J. Immunol., 11, 329-334 (1981): -f>^ 
U T)V • • U-tf— ^7r>^— ->a Xlmper 
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6" 

ial Cancer Reseach Foundation, UK)], OKT3R* 
[tftCD3$t(*:: I gGj. :Kong,P.C, et al., 

Science, _206, 347-349 (1979)] ^£0!*T€?S. &U 
C HT 1 mmtT U >/^<D«BlfiSiifc5tSUfc t h C 

d 3 e mM.*®m-z>tiitirv&z> z. t*t» enxir**. 
[0019] ^sttfrtt^n^nro^yi'a-^tt 

©2ri* [0<J;UiKoehler.G. and C.Milstein, Nature. _2 
10 56, 495 (1975) $#H] ICft^Kig-fSZ: 

-5-©-«*M#ifcfc UTtt, *"f * D-^gt#S4 
F— 7&®i5&Jg&fflJgift, WUil 0J5FC 
S (^fl&«lil») ££tTRPMI-1 64 0ig#S (B* 

yspbs cj ymmm-km.it.) xi*Fcs£#$fcv> 
rpm i - 1 6 4 oigMfifcfisas-a-, ^» 

•? l )Z?> (2, 6, 10, H-fh^^WK^ 
£&&rt&#LTg3W3nfcBALB/c*- 
F^XKIUBft&Jrr*. ±ffi&3-©i&7~l 4 H» 

^V^TKIg**S4>»HiUTaBlia5&»^lg 

A[Forsgren, A. and J.Sjoequlst, J.Immmunol.,97, 82 

2 (1966)] zm^ttryj—r-j—'to-fbif^y-i— 

Bt, fitirrs ±fHI§39tt, <fcr>l¥L<tt 

lml^D©lg7Kfc2~4ml©te-&>'t^7 5'- (1. 5M 
$ r D-», 3M NaCl, pH8. 9) £iH*.fcig-& 

M^iytt^^>A±yro-i> (f»/;«c^ 
0. lM^X>K^h'J^Ae«f?8c (PH3. 0~ 

5. o) TjStasiJ-scticto^ss-ess. 
[0 0 2 0] ±e©»<bT#ens^/^D^— )HK 

ft:*^©F (ab' ) t ©USttt, gEK®&3nTtr^ 
^j* [W^LiiParham.P., J.Immunol., 131, 2895-2902 

(1983)] icipUT, ^^>«ift:3*s;:tfc«t0TTtt 
5 ;i©siK©*#»-eatum, KT 

©^SW^-r^dt*^^*. EP^v *-T5~10mg 
©JftftS-^tJO. lMi'XVK^-F'J^ASfffi (PH 
40 4. 1~4. 5) 1C, fii#:©l/l 0-1/1 0 0<gfi 
a©^-» (^^VttS) *ftlxTjg-&U 3 7*0© 
fija^T 1 ~ 8 fSraJBfcRj&Sfr ft 5. KS«S3i»c 1 M 
h'JX^£MTpHS8. 0 tLTRl&^^lhS 
■fr, 2 0mMhU74fiK, 2mM EDTAR1^15 0. 
mM NaC Ifrbftzmm (pH8. 0 : tt^ TTE 
StSSrScJ tV^) T¥«ft;LfcTSK-SW-G3 0 
0 0 (I — V-ttK) A^A^fflViTy^fflji^fTft 

~ 4 (SSKo^Ay yT-&mz.x7uT<{>Aij7 

50 l>XC7yy4 bX^aDH^&lHDKb. 
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7 8 

<D&±Uft&tt&l37l*\Zl&mi£i±Tm : &-?Z>. ^SSK^-hU^A : ->^Ta®) ©#*ETfcT, 7. 5 

Ua§5ti;fcj8ffiOK#£. »fllO 0 0 0©I$j8 XP AGE (tf U 7 * 'J JW7 3 F47ugs*n) #*r£ 

H###6ns. ia#i::<fco a#io fc#?s«8oTv>*;:t©Bi&£fTfc5;iia<-e£ 

mg©#ifo4>Si64~6aigeffi©F (ab')i ##5*1 S. 

[0026] ±e^ic«or^tt«aifitc»-rs 

[0 0 2 1] ±ffi©$0<LT#£n<5F (ab')t 7 tt#©F (ab'). [tf'JV-] tX7i^^-Ifi 

7^^>hSffl^T*5SWfit«:. EP^±^W»I)ia»C» \Ztt?5ft#F (ab' ) . WJV-] itfifg^Ufc 

TSffiftWFab' [tyv-] £X7xjrjr-«BK: BFA^fffiti^t^ins. StF (ab') . 

Mt5»Fab' [^/V-] £#i|£^LfcBFA 10 [*'JV-] £F (ab') . [#'JV-] 

tt, fl£«frffl5©7j8; [Nitta.T., et al.. Eur. J. Io tcBF A&ft®.tZ%m\Z^T\t, *SS9*§S#ifcfc 

munol.. 19. 1437-1441 (1989)] KftoTtt&'tZZt UlgUfc«^fii^©fiig^CI3«iSnTV^ (&S¥3 

*t-c#<5. . - 2 2 9 8 3 5^#flg) . ^iSfcflEoTgWifflBafc** 

[0 0 2 2] ±?27?&tt. £TgWfflB&©igIIi*aISC£K -rSBS6£}g&£T* (F (ab') . f«J 

8ST-5ffift, 0«*.tfftc-e r bB-2fi#©F (a ffl) ttSCtCisT. #StV5BFAtt, -£©SM 

b') i y^s/tyhte-stsTEsmmmiz. mt&&& wm\ztt?zm&m<i:r>i&*b*>tu z.tnz^x^ 

&£in;LT, pH7. 5T£jaiCT3 OttfflSffcSfTft [ 0 0 2 7] ±fa$0< UT^^n^*^©B F A©*] 

mm&w *^&a^.T. sicgia-?3 o#iwk££ # ^-rsffi^fstt^ssfes^t^-c^s. stc- 

ff£:b-e\ £©Efci££TESg»&T¥«fcbfc-fc:7 e r b B - 2ta#£0iCD 3ffi#i£;Btr>TfmU&# 

7T5'i'^G2 5*7A (7r;K->7tUS) Sl^T 5S91BF A £J8V*ni£ c - e r b B- 2£fcTjg$bfc 

B&fcttTSfiftFab' -SNB£JR#-C;£S. WZ. 3*5 £ ±^©**tt. mS-rsUKWIC 

x7x^^-aBiiaic^ba.o->y^;we^*ffft5in ^-r^ic, wt\zm^ntcu.^Msuen,v.D. i. 

09;ttftrtCD3*i#:©F (ab' ) » 75W>h W.Yewdell and H.I.Bevan. Eur. J. Immunol. , 17. 571-5 

£#tfTESH«S£fc. «»ag*U~2mMtS;5J: 74 (1987) ; Nitta.T., et al.. Eur. J. Immunol., 19, 1 

5fcDTT*&&£iD;iT, pH7. 5T?^SJCT3 0 437-1441 (1989)] \Zft5Wk\Z <fc 

»ns«*ff^^ #sn£Kjfc«c£TEs«»»r?¥ [0028] is, ±ia»c^viT», x^x^-nsaat 

SftUfc-fe7T5 ; y7.^G2 5*7ASffl^Ty;miiS 30 UTa^®^ttStKS©-Sl/fcU 

£fffc5;i£fc«fc9. X7x^^-«Bat*fr5ttft:F 6fcV>tV>3J<JJfc{£*>ft<» D->ft;UfcCT 

a b ' - S H£iRltT£*. ±gT#SnS Fab'- L3?£/HH3 Z. fc*tT£. Sfc<aSA©*Wlfil'J 

SHfc^tfTES&ffiiKfc. ft\zm*>tl%.mmmmzm (PBL : peripheral bloodlymphocyle) £fflHTt><fc 

®-r*$tft:©Fab' -SNB£fc«l : lflPEJUtT <, Sfc*-a:Wr:CTL75MPBL£'f >*-CK * 

iO*.T, Bfl.8lj&8&Tffi|gl,fc&, gi&TMBSIWB&E: >-2£©^TT3BM&itUTLAK(lyi]ipbokin 

fcSttSCiKJ:?), ©Wfflfl§lc2*-f-&ia#©Fab' e activated killer cells) £SNIUTfflV>Tt>«kV>. 

[*/•?-] tx^x^^-aiifiic^-rstt^Fab' M«A©*ffiiifiiu>/x«©fi»tt, tts^msfcseoT 

[*/v-] £*<IS£l,fcfffa©BFA£iKm?£*. «T©$a<UCfTft5;r£a*T£*. BH*>. STjT'V/tU 

[0 0 2 3] iteiCfcHTtt, iifcJa&Fab' -SN >RjfilUfc®«A©JJlJ«l 0mllC2~3^fiS©PB S 

n<ofc®tty x.9 9-mmzn-rz>$imz-DZHu 40 m.mwi*fyx.Tm&tz>. muz. ^©^§?«©¥fi© 

K *fcJa#F a b ' - S H©^S?&^W»IliatC»-r?. Jt2#fi!Ii£ WZ.\f 74 * : yr)V^->7^ 

ftmz-Dgftte5z\th~e%. rmr«kt>T , &BfS©B ££*<-?£*) £ta*fc&ereic#»i]M3c© 

FA*«R^-rSi:t*t7?€S. £fi£fifgUfc& 400x gl g&T30~40#W 

[0 0 2 4] l/T§5Tl&BFASTSK-y^G |gSOSiJji<C?#AS*frfcV>, S<L>&l::S88?g©ifil&i:)fc 

30 0 0SW (h-V-a®) £teffl-r-5HPLC (& g^S»tt©KfcT^^6S©«!KUlSD, 10XFC 

aW#^n^hiT97-f--) \Ztt?Z\HZ&K>. S^WRPMI-1 640^%lC<tO«c#-rS. 

©Fab' -tt-MmVf- (»^ft»S5kd) T*«*«J >/X*l~2 x 1 0 T O^SIltAtT^ 

(iUT> ^7fit9l 1 0kd^t3BFASfifS-r<&;: $fcLAKH#5nfePBL*10' fi/ml££5 

*5IC1 0%FCS^RPMI-1640t&«ICffia 

[0 0 2 5] #®7t*frTT, 0. USDS (Hx-> 50 U. ««lalSD 1 0~1 0 0 OHUflttM' >*-n-f* 
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(6) 



•5. 

[0 0 2 9] &tttiL%&®m;m ii cr&%ts>?a&m 

T-MJSA (Nai fl CrO< ) fc<k5gSftiffl&©g§& 

«. *-rmmmm<Di\/y b (1-2x10* mm 

fc. 3. 7 MB q /ml<7>±IE7 t3hMi~ b 'J 7 A (NE 
Ntfcg?> ^-<fc^KflaSS5E) fcftl*, 3 5%C 
Oi 0-9 0»Ba««SfTJSVV #:n-eJ§ti 

ftfcl 0%FCS#fRPMI-1640eMffl^T 
+#fcifc#U &»©*££©* o 5 £A (»Cr) £ 10 

A O'Cr) gfSgWfiBfS*4X#-C^^. 

[0 0 3 0] ±ia^D5^A e'er) g^gswaaia. 

l~3tfg/ml) IC^&USiBFACDl 00k 1 tI7* 

#H«©g%= [ (a-b) / (c-d) 
[ a \t B F A tiit LfcX 7 x ? ^-Jfflffi t «fc S&fctiffllia 
©ftSW" C rtttt£K-r$Mft&. btt&W8BS&©* 

clllXNP-40 (->^ vttK) jSfcSffl HTfltflWi 
Ba£8#3ii-fcl>$©EJ&ffi«t>©ftSttStt (&*ifcffi) £ 

±GinjBft*ttii£j:n& #&wbfa. we«c- 

erbB-26i<*:©Fab' ttaCD 3ft#:©F a b ' 
iSffl^T^$Jbfc*^MBFAtt. 10 0og/ml©ffl 
fi-C»2 5X©»H»gWIBIE«S^ISJSESn, Z.0Z. 

(&S2T-50 1 -A#«0 . CtifcttbT. ftc-er 
bB-2tt#©F (ab' ) » 774/*>btftCD3 30 
ft#©F (ab' ) » 77W>htSl : 1 ©l&PC 
*fcjg£Lfcjg<&irCtt, 1 0 0 0ng/ml£Ti£&£± 

01-B#«D . *fc» &SIOF (ab')> 799* 
> b*> 1 0 0 0ng/ml*Ti8S*±lfTfc^jt^«lfiffi 

[0 0 3 2] c©«fc5fc. SWifflJ6lC»-r*«t#©F a 

b' 77^^>htx7x^^-se)ia(c^-r*Sifr©F 

ab' 77^>Kt*^Ufc*52W©BFAtt. H 

nan ong/mit^offiafi*»&e»«ja©»jitt«Bje 40 
- e r b b - 2m&?mmmf&mm\z%&vTKm 

[0 0 3 3] *fc#893BFAtt. *0>fl(HJItt£*rr 

[0 0 3 4] «±©«t5ic» *smtKma»meibm 
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x^-maio* /100/i l&esftu ^st?3 

0#WEJfr£-ti\ E£8c£l 0«FCSttRPMI- 
1 6 4 0 «J8V»Tft»U tt#©ISfcl,&x:7x$r*- 

8BBa&«:KtuT@)R'r-5 (j:©^-c*r>&©bfa 

x7xi?^-iMB©^n^ni 5 0/i 1 

mi&ft: 2x1 o« ) gwa8sa©5 0M 1 as® 

ft: 10' ) ^n^h.9 6ft©UJ£Jg§t7>-h 
(n-x>^ttS) ©&9x*irflftiU 3 7t. 5% 
CO. ?¥«TTJSSIUT. CU»IIB©ttJtfR«EJ&&fT 

BFAS^UT. X7x^*-ft#t£$»ltffl®t£*S£ 

s-B-fci^»cjg;:ss««ai!a©*ss«ffi§©eai (%) 

tt. #©§!-£:£ (1) fcftoT#©<&;i«!:atT#5. 
[003 1] 

] x 1 00 (1) 

85W£t>Jt«-r-5t>©TfcS. £©#5g9jJgttII&i&fg 

s*tLT, «itta«©sajwft«7iMJi©aBFASffl 

jcjssaes«siSda^ss2^bT$s»ita^«3©»i8K:gB 

^©nsfcji^mfflsn^&a©*)©. m*.k%wh. 
mmm. mm. ^aem am* ££<t»!^©e 
jg?[ii75M#?«ffl©vi-rn-e ! b«fc<, MssnsmeB 

«t&u^^Kj^a©^fi8t-r^e:tt>T^, vvjm® 

attej&CTSaftSte&B. *W.tffflWJ!iMB©l«l 

[0035] *%wmmm<D®i§-m\m$im<D8i j 3-ii 

an-£Ttta^ -«fctt*^i«stfr©s^»o. 
oooo i~8 omm%ng£G2tiz*><Df?z<D& 

<t<, c:©SISItt-HJSA-AaD»0. 0l«g~l 
0mgeS©«5HT?Jiffl3n-5©A«»*UV^ *><bT* 

fgWJ&SJW©iS4fcj:n«. ::n&iS4snfce#©ft 

[0 0 3 6] *36Wfe«fflSfflV»fc^SSS© 
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II 

Kbx^^tf^^^tt. w*.tf&©*u< vxmmx 

BPS. ®£©;tM8]fiLi8 1 0 0 ml*> 6 U 
SU I L - 2 £j 1 0 0 U/nl e^mufc«jfii^is»-c 
fcjiafflesjgsu #e>n*LAKiffli& oj>**<-f 
>istt<b*5-aiJi&) »ixio« <as*?£w©BFA 
nioo-iooodg, »*u<tt»i o Otfgir^ 

mn&mom^ *&m\zfccxm%M\z&®\z#vx 

[0037] 

[fS9i©$*] *%w&mt. m. (%mwmixfx7 

(0038] 
[00 3 9] 

GfcttMl] BFA©S!iS 
1) UCHT1&*©3S$? 

UCHTlMja [jfcCD3 £jK#: "77X I gd :Bev 
erley.P.C.L. and Callard.R.E., Eur. J. Immunol. ,11, 
329-334 (1981) : -f XVTJl" >*)— • UD— 9=" 
7? >x— i/3 Xlmperial Cancer Reseach Foundatio 
n.OK) iOA#] £10%FCS (70-83!) *#tr 
RPM I - 1 6 4 OJgifi (BTKSmifcSi) Sffl^T, 3 
7-C. 5XCO« ##T-efc£bT/W7"'J F-T£# 
it. 

[0 0 4 0] giJKBALB/c (B** 1 *— JWXU/t- 
ttK) ©Kfirtfc. -ESOO. 5ml©7*U7.*> 
(2, 6, 10. 1 4-fh7^fM>?r*>. fa 

wmtm sja#LTi~2sra^w?£fT^o^. 

[0 0 4 1] &K&K#SnfcUCHTl«fflJ&£ > PB 
SUMU {•(OIXIO' SMS/0. 5mlfoSS 

77>©&e#BmTfrfciiMT, t^xokeaok* 

&&*£Bffifrt'480 5PR-2 2 (BSSfe 
BrttSS) SfflWC lOOOOrpm, 3 0»K> 41CT 
»0*H1U UCHTltf#££tyllg*±iS!£1#fc. 
(0 0421 2) UCHT1-F (ab')i 75^ 
*>h©S3SS 

±gl) TiSnfcUCHT l|g*±fSlC2fg$S© 
1. 5M^U2/>Rtf3M NaC 1 6^A<E>ggfffi 
(pH8. 9) £iD*.TiI£-U Bfcfl^D 
tM >A (Immobilized-Protein A (Repligen #) ) * 
7AlC77*7fU UCHTltf#£;*77AK:©3&$-& 
5M^'J-»Rtf3M NaClj&^fc 



4$0i¥5-2 1 3 7 7 5 

12 

Zmm®. (pH8. 9) !»SfbTV>*U 
CHT1SSM. 0. 1 M^X>K^h'J»7A«af»t 
(pH3. 0~5. 0) T^aiSii-T, IgG&»R£# 
Tc. 

[0043] ±gB-C#&tlfcI gGjg«£2ml (I gG 
lOmg) 0. lM#x.>mi-bVO&1gffiWi (P 
H4. 1) fc#LT4 , CT-l&88Tl/fc. S*r8t£0iR 
ft, cntjft«:01/l 0~l/2 5fi (w/w) <D< 
7» (S^VSJO SJJD^Tjg^b. 3 7*C©fiia« 
-C6~8l$Wil3(fcE££fTfcofc. Ef&g. Efcifclci 
MHJXSm/2ga£Jn*T^£f?lt3-B\ 15 
OMm N a C 1 2 OmMU (p H 7. 

0) T¥ISft;UfcTSK-G3 0 00SW (b-7-*fc 
SO *5A (2 1. 5mmIDX6 0cm) Sffl^ty 
;M«ig£f?&l^ F (a b") » H#£7*-;i'Ufc<, 

[0044] £<Dft*lsftireiCl. 5M^»J-> 

>Rtf3M NaC 1 (PH8. 9) £ 

Dtl*.. ■€-©Jg^«7 , Dx^>A*7AK77 , 7l'UT 
|gMOH»&0iRU *7Al:^7'>'>*}SfcOUHC 

l ist^s©«$-&TKE*Lfc. a>< i/T#enfc^a 

•)©H85£, ^Tfil 0 0 0 0©|g&ffll>TJB*1-«>l 
(73n>tt©> y-f77n-/>7l/>YMl 0, 4 
3mm^Mffl) Sfrfc^ /t»y77-S:2 0mMHJ 
2mM EDTARt^ 1 5 OmM NaClA» 
6&-58»t (pH8. 0 :V& l"TESig»i0cJ fcV* 
5) UCHT1CF (ab')i 77^ 

[004 5] 3) GFD-OA-p 1 8 5- IK*© 
8S!H 

rffc hc-erbB- 2 jt£^g&£8Srr*tt#£: 
UT©GFD-OA-p 1 8 5 - lgt#:«:£(T©<k5t 
SB&bfc. BPS* GFD-OA-p 18 5- l$t#£g 
£T£/Vf7'U H--7GFD-OA-P 1 8 5-1 (ft 

xwe^i 2 20 6^) s£±i3i) mmzvxmm 

GFD-OA-p 1 8 5- ltt#££.tr)g*±fit&# 
fc. 

[0 046] 4) GFD-OA-p 1 8 5- 1 -F 

(ab' ) i 75^*>h©i88 
±S2) £H9«ICLT3) T#5nfcGFD-OA-p 
18 5-1 K*±fSC 2 <&§S© 1 . 5 M^U 
3M NaC l^S&Sgffiifc (pH8. 9) SftlAfc 
7*Df^ yh-hvbXylv'i U GFD — 
OA-p 1 8 5-lffi#£#5A!ft»2-e-fc. H/<»7 
7-Tfc#bfc&. (R^bT^SGFD-OA-p 1 8 
5-ltt*S. 0. lM^X>K7-h'J7Ag»SS (p 
H3. 0~5. 0) TgtH^UT, IgG&^tf^fiS^ 

[0 0 4 7] ±ffiT?#^nfcI gG£^trgf»2ml 
(IgGlOmg) 0. lM?X>g7-MJ7Ag 
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13 

mm (pH4. i) ic#LT4tn?-iffcj§«TL;fc. mm 
m&mw®, ^n»cst#© 1/1 0-1/2 sg (w/ 

w) CD'*:7»£inx.Tig&U 3 7t:©fiS<9t74~ 
8i$l^8fcRlfc£fT&?fc. aftClMh'J 
XS^l/2$S&SnxTE>SSf?Jt^U. 15 0Mm 
NaC 1^2 0mM'J>KSSiK (PH7. 0) T 
¥S<fcUfcTSK-G3 0 0 0 SW*7A$ffl^TyjP 
Sia£fTfcV>> F (ab')> @#£:/-;Hxifc. 
[0 0 4 8] JfciC. C<Dmft\Zl. 5Uif^)^yRZf3 
M NaC (pH8. 9) £in*., * 

#£IhJIKU *7A»C<^-»*?Sft;<DGFD-OA- 
p 1 8 5 - lia#£®££tfTl$£Lfc. UT#S 

nfc*ao©iigjs, o oo o©gs*fflwtiB 

H-ttBSfffcU. /ty7r-fcTESig®8!ci::5&L 
T. GFD-OA-p 1 8 5- 1©F (ab')» 75 
4/;*>h5mg£#£. 

(0 04 91 5) GFD-OA-p 1 8 5- 1 Fa 
b' tUCHTl-Fab' <b<DB F A(Df£l9 
±IB4) TaBEbfcGFD-OA-p 1 8 5- lfit#:W 
F (ab')j 77£f*>h3mg££tH. OmlT 
ES^«lKIC, 2 0( t l(O10 0mMm7Hh- 
(DTT ; »3l£tifi3g&§» *ig?8c£l)n*.T. pH7. 

5. giatCT3 0#ffiEJ&£fTftoifc&. 3I£$£10 
mM DTNB*^J8c WfflmttM) l~2f&ft*Jn 
Hfcg&TSOtfPflEJ&fcfffcfcttfc. £©Efc 

y*ry>?7>.G2 5*7A^V>Ty;WjffiiiU g«J©t! 
— ^&7*— JVLT, GFD-OA-p 1 8 5-1 -Fa 
b' ©ig£^hn:7xr:;^x;K7-< (GFD 
-OA-p 1 8 5- l-Fab' -SNB) £JR#l< 

[0 0 5 0] giJK. -LE2) TS3§Sb£UCHTlftfl: 
OF (ab') . 7?^;*>h3mg£^tn. 0ml 
TESlg8f&fc, 2 On 1 ©DTT*JSi££iaA.T, p 
H7. 5-V&mzX3 0ftfflRfc&ftl3.?it'& #&tt 
fcK«i8ti&g^^XT?giftbfcTE S®®«T¥SfllU 
fc-fe7rxy^XG2 S^^ASfflViTy^JliaU ft 
7- JPUT> UCHT l-Fab' -SH 

[0 0 5 1] ±I2UCHT l-Fab' -SHIC. ifefc 
HSUfcGFD-OA-p 1 8 5-1-Fab' -SN 

B£in*, ffi^ffiSK (ymi o) -e»«g&. £fiT4 
b^e^s*. 4 , CTRis*js^$-e5j:tfc«fc 

t>T» GFD-OA-pl85-l-Fab' tUCT 
H 1 - F a b ' ©*/V-|^±!W&g-&LfcB F A&# 

[0 0 5 2] ±ET#SnfcBFA&^tJTESg®iS 
£TSKy^G3 0 0 0SW (h-V-ttS) fcflWJU 



&W¥5-2 1 3 7 7 5 

A^DTh^7 7^-«cM-r::tlc«l:0*S«:oFa 
b' <#^&®5 5kd) *^@W© 

BFA&#ESLT«gbfc. 

[0 0 5 3] *§&UfcBFA£#&x&ttTT, 0. 1 
%SDS (FxS'JttffflW-hU**, i/^VttS) #a 
TIC 7. 5XPAGE#Sr£fr&K tSSLfcBFA 

[0054] ±ESDS-PAGEO^. fl^fift 1 
1 0kd©SE»CA>HS:8lBU ^©CtA^BFA 
«fSl/fc»ft»l 1 OkdSfc^CtWgiSSn 

fc. 

[0055] 

-OA-P185-1-F (ab')» 79f*>hft 
tfUCHTl-F (ab'). 77*f*>ht<Dfb&¥ 
WEfcttfc, 70©thjBiHBIBl!|ct@#th*7>T-^ 

Tfrz&nvrzZimiiLV-srt® (pbd s^uxa 

[0 0 5 6] COKIftlCtt. OTK*T7-3©bhHSja 

^>3>. ATCC ; Rockville, Md. U.S.A. <fcDA 

[0 0 5 7] ZR-7 5-1 (kb?L)B^te«: ATC 
C CRL1 50 0) 

SK-BR-3 (fchaKfiWIfi^: ATCC HTB 
3 0) 

MCF-7 (t b%m&mm&: ATCC HTB2 
2) 

PANC-1 (fchfcll. J^MMMUM*: ATCC 
CRL1469) 

MIAPaCa-2 (t MBMSSSfiMSitlc : ATCC C 
RL1420) 

ASPC-1 (t hte»ttl¥BS«Jfi«c : ATCC C 
RL168 2) 

BxPC-3 (®58ttb M¥K3ffigejfi« : ATCC C 
RL 1 6 8 7) 

&, -tn-eno. 1%BSARO!0. l%NaNs £^ 

tfPB s bfc^. Irjpbs mmm*> \z 1 o 

n ev&ifte&tofL, *±KT3 0#faE&s-&;rc. K 

«mS$2IiItt^U ^-CFITC-^fi^ 
XI gG (Tago Inc., O.S.A. #$9 £flnA, Efcfc-t 
fcT3 O^fWEjSd-Brfc. EJS&. 2@ft»U 
&«&©E£ffi££*;Ph-X^h7.MII (OrUio 
Diagnostic Inc., O.S.A. &§!) £&fflLfc7D- • V 

[0 0 5 8] -€-©«S*£^lSC^-r. 
[0 0 5 9] 



-608— 



15 



(9) 



#M¥5-2 1 3 7 7 5 

16 



[SI] 

m i m 





ft 


a) 


F 


(a b' 


) 2 75^ > h 










la c — e r b B 


ftCD3 


BF A 


P B L 


2 


1 


4 


. 9 


8 2. 


7 


82. 


8 


ZR-7 5-1 


8. 


2 


8 5 


. 5 


2. 


6 


9 2. 


9 


SK-BR-3 


2. 


0 


9 9 


. 5 


2. 


9 


9 9. 


9 


MCF 7 


4. 


8 


4 0 


. 3 


1. 


9 


4 7. 


4 


P A N C — 1 


4. 


6 


2 4 


. 4 


3. 


6 


2 5. 


9 


MIAPaCa-2 


2. 


2 


6 1 


. 4 


5. 


2 


6 1. 


9 


A s P C- 1 


9. 


6 


3 3 


. 5 


NT 




2 2. 


1 


B x P C — 3 


2. 


8 


8 


. 8 


2. 


4 


8. 


6 



a) : &2tn;{*©* 

[0060] ft**, tasbfc^w© to o 6 4] 

A— t>b (SO £*T. *fca>M3-* (**f9 tt [Hffi0«3] ^mTft&nfc*&tiBFA<DfHMR 
*2tt{W>»**foU NTttJfettSfcfcaVr. X7xf^-«aBatL,TPBL*, 
[0 0 6 1] &g«fc0. ttc-e r bB-2&&rf-m$> 30 HIBSiUTZ R- 7 5 - 1 RtfSK-B R- 3 

F (ab').i 75iO<>M*, 2 0©?LjffilBI&t*ZR tlffifflbT. BF Afcfl-bT^&X^x^-SHIfit 

- 7 5 - 1 RtfSK— BR— 3 «C#LTS§KEfSLfc. eW8B)fit*t^-&UfciQ|rjgj:sgW«aja©1$S«»gf 

£§©2 0©8tf8!li&fctt, g^fcc-e rbB-2mR #£*g&£l,T» &T<0£ifcfc:ft^£JSl,fc. 

NA^5sa-r^j:t*t»enT^iSiBajia«cT»s ttr [0065]® gwnaja^crcfcsgs* 

aus,M.H., et al., EMBO J.,_6, 605-610 (1987)] . * 1 0 %F C S S^tTRPM I - 1 6 4 0 JSJfl£JflV>T, 

fcCCF (ab') » 75^>Mi. S5*HJ&«:MCF ZR-7 5- l*ffl&RtfSK-BR-3lfflte£. 3 7*C 

-7, PANC-1, MIAPaCa — 2 RtfA S P C T5%COi SfeTT^HUfc. £«±f8£l££ 

-1 tP^S^tt (g9©2 0©3BaB)a<*JClfct(iLT) ^ U PBS<"> 2 5mlTiSm *n^ft©fcHfiBia 

^55»flafitBxPc-3^c^^bT^iH^:^^:R^£:^t fco. o5j*hjt>>-o. osxedta-pbs 

[0 0 6 2] fiiCD 3eF(ab')» 77^>h bT» ffllSSIfl^U 1 OXFCSttRPM I - 1 6 

tt, PBLCO^U 3B«ffllfi8cttt£&bfc5&»o 4 0fcffi2 0ml|;:SgfflS-&T«t>fclU 1 00 0 rp 

fc. *^WBFAtt. 2^<DfchfU8iHfl&<fcZR-7 5 m. 8ftNmU~Z2®m%i&'?i&i>$c&Lrc. 
-l&tfSK-BR-3£PBLK:*tLT5a<KJSlx [0 0 6 6] &^T> #&n&&«8ffi©ttJB (5X10 

fc. $£8iBFA0>R&ig14«. «J©fc UffiHHI&ffcKtt « tB&) fc3. 7 MB qO^OASI^ h U «7A (Na » 

UTtt±gttc-e r bB-23te j pg^F (ab') »CrO« : NENtfcfi) 3 7Tr?5XCOi 

. 7±>f*>bt®m!&?tz. #fcTT6 0#Wgf|£fTfc^ Jg8fc£l 0XFCS 

[0 0 6 3] ^©K»^A>&v *58^©BFAtt»| ^RPMI -1 64 0S»SfflV»T2I5Iifc^LTi§«l 

frtfeofc. 50 StAfcg. ««JSOSS^2X10 6 W/ml tfc* 
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(10) 



$$M¥5-2 1 3 7 7 5 



17 



18 



.fc-SfclOXFC S^fTR P M I - 1 6 4 0 igifiKlT* ©g& (%) £, «ri2ttf?5£ ( 1 ) lcS£oT*«6fc. 



^M'J>^iflbfcti^Ajfil{S5 0mncPBS^«iK5 B F ASfflUfciSSSfc^l/TfcO, S2liZR-7 5- 

Oml SDn^TE^-U BJtC5 Oml<D3S4>^4*fctfc 1 ilfiCjtfLTGF D -OA- p 1 8 5 - 1 - F (a 

fi#(Bi£ (U^tftM hWlz-J/a^f^^A : 7 b' ) 2 7^;*>h£UCHT 1 -F (ab') 2 7 

□-(Flow Laboratorues) ttS) £ 1 5 m 1 i*r>ftlAT 7^>hi©l : 1 E£$j£fflV>fc«&©l£S£;*b 

OS. 0SUSi>«O5PR-22£fflV>Tl 500 r p ( 0 0 7 4] &0fc*JV>T«Wttffl^fcSi#<Dt82*ffi 
m. 3 0#W, £&»CT$£^fi2&k#fit£fTfcc>;fc. 10 (ng/ml) £, ««|&ttg6«IBa©#gW8g% « 

[0 0 6 8] &<&&K4#©>t&i?+©JflyR£itfiSHS Specific Cytotoxicity ) 0* (1) ttE/T 

JStWMIC^-S^ag^/XXy-^tr^y hSfflVJT = 0©*§££. (2) ttE/T=5©«££, (3) » 

Jin*ftUVi5 OmlOS'C^C^U 25 E/T=10©«&5. 3;fc (4) «E/T=20©<§ 
mlOl OJKFCS^RPM 1-16 4 OiSififcin*. -en^n^f. 

Tjg£U lOOOrpm, 5#ffi>S£>L.TPBL£it [0 0 7 5] ±f201<kO, P B L £*g-&Lfc*5£9J© 

StbTlaliKUfc. 1 05fiFCS^WRPMI - 1 6 4 B FAliZ R- 7 5 - lffllfi©^— Xfcfewr, 

K£10%FCS##RPMI-1 64 0JgJftlCfg«S SSttO&SilCi&SfcB F A©©S«, lOng/ral 

-frfc. fiLhT&O. SfcE/Tittt5£(JiT*ofc. *fc. * 
[006 91 ® &ftft<Dmm 20 5B9JBFAttl0 0ng/ml©fflftT.&:?E/TJtJi< 

ffe&S09 1 1?# 6 nfc*%W© G FD-OA-P185- 20 2 5 X ©ftg«gW«l!S&§a<&&'e£» 

1-Fab' -UCHTl-Fab'^iBFA, d Z.VZ. t.^^^Wmm&^m'&^'f^Z. t*m& 

©BFAf£K©mSE#*4i:UTJt,Wc:GFD-OA-p Sn&. cni'ttUT, GFD-OA- p 1 8 5 - 1 - 

185-1-F (ab'): 77^>hiUCHTl F (ab') . 7 7 9* > h t U C H T 1 - F (a 

-F (ab' ) t 7?if*>ht<Dl : ljg£<8>, GF b' ) « 75^>ht©l : 1 jg-&«9&m>fc«-& 

D-OA-pl85-l-F (ab')« 77^>h tt, 1 0 0 0 n g/m 1 *t?S«&±tfTfe#&&llfflBa 

RtfUCHTl-F (ab'). 77^>KD^n-6 S^tttt^i&Sftfc^ofc (02#j&) . 

1 0%FCS^tRPM 1-16 4 0%t&&m* [0 0 7 6] Hfc, GFD-OA- p 18 5-1-F 

T. ^n*V-Yl^^XGV7^M-0. 2 2/t (ab') 2 77^^> hSOTCHT 1 — F (a 
M (H*5U#T-tt}0 SfflV^TttSjaSUfc^ 2 50 b ' ) 1 77^>h©^n^n!&ffl^T^-i«Sl*fT 

ng/ml, 20ng/ml, 200ng/mlRtf2 ftofeg*. 2fffl^77W>HJ1000ng/m 

0 0 0 n g/m 1 ©&«gfcl0RSI«bfc. 1 £±lf Tfc^rS^fflKSSffitttt^* 

[0070]® iMBa@settia» 

±!2®TS8Kbfc&S«fi!©lnfla 00m l»tfl7i [0077] «±©*SSi<fc0, *5B9JBFAiil 0 n g 

^^-Mte5 0 m 1 0ffll&gc= 5 x 1 0* ®, Ef fecto /m 1 £V>5ffi«*Sjfr&ettMfl&©#ftMMIS«$iS 

r;E) £, &Wffl&©50ul (1X1 0 4 ffl. Taget:T ttfcjjsU d©CtA>6c -e r bB- 2m&¥MV}& 

>(Falcon)&8) ©**x/Hc*tt (Effector/Taget S3, ttfcJIJHWttltl/*C*«*C**Ct#»*>*. 

= E/T=5) L. 3 7*0, 5%CO« #ST?4I9N [0 0 7 8] £&#&9!BFA©gttJf®i£*t-f SiS^ 

issilt, g658eja©#nw«ssi6:^ff^t>-&fc. * 40 %&t>m&&$:&m?n\i, *%wmm<D±.&&mm<o 

fc. *fc, ±BiB«fc*ftWn*n©tt#€, 17 [Bl] *f6«flBFA©«ffl)fiffl«SttSBI^«:^57T? 

x7*-«fc£«fflia©ItJ& (E/T) £0, 1 OR 

#20 cratx. sfcs-e-fc. [02] 01 tnitLTi&mfrzvum&toam&m 

[0 0 7 1] &ffi#£#LTX7x?*-»lSa£g«*ffl WStefc^fc^^T**. 



[0067]® X7if^-« (PBL) ©KS 



[0072] a ^nfc*gm*0 1 Rim 2 ic^-r. 

[0 0 7 3] 01(iZR-7 5-lMI:»bT*^ 
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[02] 



30 — 

25- 

20- 

15- 

10- 



-5-+ 




30 
25 
20 
-15 
-10 




(1J(J)(3)(« UMJX3MU <1)<JH3)«) U) (J) (3) «) Ul (3) (3) (4) 



1 1 — 

10 100 1000 



n g / m I 



temmsmnti 4 t@ 1 - 9 -703^ ms,»m mit&*m&*&%j \ u 1 -83 

(72mw% mm mm 
- immimM^^4 -29-14 
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